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I. INTRODUCTION 

nufacturers. contract research 
stinkers. and 

. . 

II. BACKGROUND‘ -’ 

Following the generic drug scanda0f in the i%bs, ihe F&X is&ed’an i&eri& &le on the retention 
of BA and BE testing reserve samples in the Federal Register ofNov&&er 8,. 1990.2 The intent 
of the in&iin-ruk Gasto dete?‘pb&ib‘le bias %difraud in BP; and @I? ‘t&ing-by study s@insors 
and/or drug mantifacturers. i;ollowing public comments, a final rule was issued in‘the Federal 
Register on April 28, 1 993.3 Implementing regulations are located in 21 CFR 3 12.57(d),’ 314.125(b)(17), 314.,1~7eb), 3r411‘5.0vs(g), ~~~:51(dj(l),3~~~~~-~~~‘.~2~~~~~~~ i..,,,... ild..i..“-, I”... (. /I _/..._ - 

In the preamble of the final rule, the Agency stated that the study sponsor and/or drug 
manufacturer should not separate out the reserve samples of the test article and reference 

r ,_ 

’ This guidance has been prepared by the Division of’Sci&tific Ik&i@tibn~ in thk Center for D$g‘EGaluition’&l ” 
Research (CDER) ai t&.Fdod ..d.D--g ;a;d‘w$$&‘-‘. i 

2 55 FR 47034. 

3 58 FR 25918. 
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standard before:sending the drug product to the testing facility.4 This is to ensure that the reserve 
samples are in fact representative of the batches provided by the study slx&% a&or drug 
manufacturer for the testing. The study sponsor and/or drug manufacturer should send to the 
testing facility batches of the test and reference products so that the testing facility~ can k&m& 
select samples for testing, and material to maintain as reserve samples. The drug product should 
also be maintained in the sponsor’s or manufacturer’s original container (see section III). 

In the preamble of the final rule, the Agency noted that reserve sample retention is the 
responsibility of the organization that conducts the BA or BE stt~dy.~ The intent is to eliminate 
the possibility of sample substitution by the study sponsor and/or drug manufacturer, or prevent 
the alteration of any reserve samples from a study conducted by a contractor before 
drug product samples to the FDA. 

“. ” ” > “I,- release of 

.“./ ^_..“,,~ 
FDA’s Division’of Scientific ~Investigations‘(D$$) and field investigators from the Office of 
Regulatory Affairs (ORA) conduct inspections of clinical and analytical sites that perform BA 
and BE studies -for study sfionsors and/or drug manufacturers seeking approval of generic and 
new drug products. A frequent finding from these ins$ections is’ the absence &reserve samples 
at the testing facilities khere the studies are conducted. In many cases, DSI finds that testing 
facilities return reserve samples to the study sponsors and/or drug manufacturers, against the 
direction of the regulations as described in $6 ‘320.38 and 320163: “In-other’cases~ study s$%,ors - md,or drug manufacturers, sM;ios, or contract p&,ng iBciii.iei &S;;;a~&& ‘-‘$+ ;<--&~;~e‘ _ ’ 

and reference standard for each subject, and preclude the testing facilities from randomly “. ..,“.~ ,...,... k_ ̂ ,.,. ~_,*..W_._ 
selecting representative reserve samples from the supplies. DSI also finds that ;ik%&%s ‘from _ _ 
the regulations more often occur in BE studies with pharmacodynamic or clinical endpoints in ,i,&.. ur;b,$,“. ._ il_ *A ,.,,, -4r, “f.,,i : .e. I$ *I^* i-s:-;1 =r*: 
which the studies are confused v$& cm-&il&fet!y or efficacy studies. The pharmacodynamic or “‘1..vA .* (* T In‘ .*-,- .,,_ % w _ _.b.l...~I. 
clinical endpoint studies are usually multisite, blinded studies conducted un;l$;contrac~‘i~~- 
directly with the ‘study sponsor or drug manufacturer or via an SMO) by physicians or clinical 
investigators who use their own clinics or offices to conduct the studies. Moreover, some ,’ 
clinical investigators believe that” they ‘are ;;bt CR-OS and are’not required to retain reserve I / ., .*, ‘, . . . . 1) 
samples. This guidance will C~~~~~~~~~‘respo;;s~~ii~~~~~ “for retention of samples. 

The study sponsor and/or drug manufacturer should provide to the testing facility batches of the I .-, ..-_._ 
product to be tested and df’t~e‘r~~~~~~~dk’~t~~~~~~~uch that the reserve-samples can be randomly 
selected. This will ensure that these samples are in fact representative of the batches provided by 
the study sponsor and/or drug m&ufacturer and that they are retained in the study spokso?s‘ 
original container. Because the study sponsor and/or drug manufacturer may provide a testing 
facility with a variety of container sizes and packaging, FDA is flexible in applying’the 

,_ 5.) ~ _. 
_“. , j_ ,___. 

4 58 FR 25918 at 25920. 

’ 58 FR 25918 at 25921. 
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representativeness requirement as described in 5 320.38. For examme, the follo&ng random 
sampling techniques should be used by the testing ‘facility.for the” container size. and iacka&m 
described.6 (The following text has been excerpted from the’preamble of the finalr&$ bo?de~ _( 
text is particularly relevant.) 

Single Container 
,. , 

- If a single container of the test article’and ofthe reference standard are 
’ -’ - .‘.” ’ provided to the testing facility, the testing facility should remove ,a quantity of.the test article and .~. . i(.A,. ..~,‘: . 

of the ref~rence~~t~~~~~~l~‘i~e~~ respective containers sufficient to conduct the study; the 
remainder of each container should be retained 

..I ,” .^“. i, ” _>- ,.“. ” ,,2” .* “, 
as reserve samples in the original containers. 

Multiple Containers - If multiple containers of the test article and of the reference standard are 
provided to the testing facility, the testing facility should rando%~~ &t enough containersof 
the test article and of the reference standard to conduct the study; the remaining containers of the 
test article and reference standard&&Id be retained as the reserve sample in the original 
containers. 

Unit Dose - If the test article and reference standard are provided to the. testing facility in unit 
dose packaging, the testing facility should r&~o+y sei& a quantii$of unit doses of the test 
article and of the reference standard sufficient to conduct the study; the remaining unit d&es of 
the test article and of the reference standard should be retained as the reserve samples in the 
original unit dose packaging. ii-‘would not be appropriate to provide the test article and ,‘,( . . . . 1. j,, .c,. j,,. d: ,~* ..i:; _,_- ..i:~2~~~~~;r\ *..j/../_‘:~~ ..( / 1.” 
reference standard in unit dosepackbgZng’$oi t&‘&&y a’ndrn bulk contarners for the reserve i 
samples because this wouldprevemt the t&&g fa&y from kahdomly selecting the reserve 
samples. 

Blinded Study - If the study is to be blinded and the test article and reference standard are ” 
provided to the tksting facili.y in W3ii-dGse packaging, &b G-=&h & d;;e~‘ig“fZd=.&:a . ’ . . 

randomization code, the study sponsor and/or drug manufacturer,shouldprovide the testing 
facility with a label~d’~et’of~~e’~~~~~~~~~l~ ana iefeience standard $fJcient to conduct the ““-zc. z4.‘z’,.1: *,.l “., study and with a‘dditionat; idie;~~~;;“ti’j~~~~~~~~~~~~~~~~~~~*~~ ;;;wt9~ y.g;I$ie tjmes quantity. ,, . 
The tes*ing facil;@ shouid raptd~~.~~~~~~~~2~ir~~~~~~~~~~~~~~~~~~~~tudy; the remaining 
labeled sets wouid be reiaiied ;k ~~~~~~~~;tb~;;s~k~~~~~~~~~~ ;;;;);esamples. For a 

blinded study, the study sponsor ‘and/or drug manufacturer should also provide to the testing ,,_ ‘ .,- - , 
facility a sealed code for use by FDA should it benecessary to break the code (the sealed code 
should be maintaine”d at the testing f&i&). 

titles and _ ,, _ _1. 
ning more than one 

6 58 FR 25918 at 25620. 
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209 whether the shipment is from the’ sanie batch as that previously provided to the testing “facility. 
210 

. ._ ., .-_ 
This is to ensure that the reserve samples are in fact representative of the batch provided by the 

211 study sponsor and/or drug manufacturer to the testing facility. 
-.a 

213 
214 IV. 

RESPONSIBILITIES ~ vAmo,uss~TuD~ sEmmG.s.‘. ,- _ ._ 1. ; .” .* i \.. 

9-z 
A13 

216 
217 
218 
219 
220 
221 
222 
,.e,. 

Because of the variety of study settings potentially involved in conducting BA and BE studies, Because of the variety of study settings potentially involved in conducting BA and BE studies, 
several examples are provided here. These examples are not the only possible study settings. several examples are provided here. These examples are not the only possible study settings. .~, ./ ,. ” _ Lo .~, ./ ,. ” _ Lo _,,. \ _,,. \ 
However, in aZZ:instances, the chain of custody of the retention samples used in the study should However, in aZZ:instances, the chain of custody of the retention samples used in the study should ,. _. ., ” “^, . . : ,. _. ., ” “^, . . : 
be preserved. The sponsor and/ormanufacmrer and any storage facrhty should document and be preserved. The sponsor and/ormanufacmrer and any storage facrhty should document and 
maintain the transfer records for Agency verification. maintain the transfer records for Agency verification. 

LLj 
224 CROs are the most common study site. Many BA&E studies of oral ‘dosage forms are-conducted 
225 at CROs to support approval of abbreviated new drug applications (ANDAs), neti d’rug 
226 

applications (NDA~), and NDA s~ppie~efi~s. (frog typid~ii~‘;cd~~~~t’si~gie-site; o$enLiabel, 

227 crossover design studies with healthy volunteers as participants. 
33Q 

229 Study sponsors and drug manufacturers sometimes conduc 
230 

,x .‘,*. _ ,._, -f__ - I)li’ .L _ _“,.,,. udlju,I *1 .,(__ 
university faculty, hospitals, o;‘~l~~~~~~~~~~estlgators m pri’v&“pr&&e. The testii 

231 usually clinical study units in universities, hospitals, or clinics run - _ - 
7’1’) 

t BA and BE studies through ..a 
ng facilities are 

bv physicians. ^ - 
LJL _ (*“. ̂ ._ .,~_ ,. .- 
233 The responsibilities of the st&lyspon’sor’~n~or &g manufacturer include: 
AA 1 
L34 
235 
236 
237 
238 
239 
240 
241 
242 
243 
244 
245 
246 
247 
248 
249 
250 
251 
252 
253 

1. 

2. 

Packaging, distributing, and shipping ofthe test article‘and reference standard to the 
testing facility 
Monitoring of the study if it is conducted under an IND”(rarely needed for most ANDA 
studies) 

The responsibiiities of the testing facility are as follows: 

1. 

2. 

3. 

The clinical investigator or designee (such as the study coordinator or research pharmacist “. 
of the testing facilitjl)‘shb;~~a~a~~;jmiy select reserve samples from the supplies of test 
article and reference standard received from the study sponsor and/or drng manufacturer. , .,.. I”“,y .,S,Y. />,, L ,,.’ _II ,^. >I_ -9 **--“.r.i,i _x), .;. *.*‘%, j_.“d *: ..j*. . . *-. I “hi*, “3. -. *_:I - 
Reserve samples should be retained at the testing facility or at the pharmacy of the testing 
facility. 
If the testing facility does not have an adequate storage facility, or goes out of business, 
the reserve samples can be transferred to an independent, third party with an adequate 
facility for storage under conditions consistent with product labeling. 

Note: When studies are conducted at universities, hospitals, or physicians’ offices,,+ clinical / (, . ,.. .,__, ,_ . ,_ .i .i’” 
investigator or physician conducting the study should‘lzoi sendthe reserve samples back to the 
study sponsor and/or drug manufacturer. The goal is to eliminate the possibility^for sample*~‘“-V’ ” i 
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substitution by the study sponsor and/or drug manufacturer, or to preclude the alteration of a 
reserve sample from a study conducted’by another entity before the release of the reserve sample 
to the FDA. 

B. Studies Involving SlWs 

When BA or BE studies are conducted by an SMO, they are frequently multisite, open-label ‘/ -., 
studies of oral dosage forms in patients, ,or multisite, open-label stud: 
with nharmacodvnamic or clinical endnoin 

. 

contracts with an SMO to recruit clinical investi@ 
involved directly or indirectly (r.e:;‘~y~s~~cb~~acting.ta 
of study test articles and reference standards to the testing ‘facilities. - 
usually the clinical study units of CROs, universi~es,‘-~~~p~~~s,.‘~~ diiini& i-un”‘l$physicians. 

The responsibility of‘the study sponsor or drug-manufacturer is to ship the test article and 
reference standard to the SMO under contract, or to the packaging facility under subcontract to 
the SMO. * 

The responsibilities of the SMG includei 
, . 

1. Packaging,.distributing, and shipping‘c 
facilities (or subcontract a packaging facilitv tc 

2. Monitoring of the study at ‘dif& 
for most ‘ANDA studies). 

nreamhle nf The SMO should not select and retain reserve study samples.. As explained in the r--------- _- 
the final rule, the Agency intended’that the selection ofreserve samples for the study be 
performed at each testing facility.7 However, following the completion of the study, if one or 
more of the testing facilities do’riot have an adequate storage facility, reserve samples can be 
transferred back to the SMO for storage. 

“_ ./ 

The responsibilities of the testing facilities are as follows: 

1. 

2. 

3. 

The clinical investigator or designee (such as the study coordinator or the research ,.. _^)” -, _/ _a _,., I_ ,.I. __ .., ,_ _,__ 
pharmacist of each testing facility) should randomly’select reserve samples from*& . ._ x ,,, _. __ *.,s 2,. > :, ,. 1 I _j ..;- _ supplies of test article ana.iefkrence &Xindard recelve,~~~~~~~~;~j~d~~~~:~~~~~ct, or .: 

from the packaging facility undersubcontract with the‘ SM6:” 
. . ., 

Each testing facility or the pharmacy of each testing facility should retain the-reserve 
samples. ,.;- ,,.,, X*‘ ..^ I < 
If one or more of the testing facilmes do not have an adequate storage 

* 
facility, or go out 

of business, the reserve samples can be forwarded to an independent, third party with an 
adequate facility for storage under conditions consistent with product labeling. As stated 

’ 58 FR 25918 at 25920. 

> ,_, %^ , I . ” ” 
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in subsection IV.A. above, the reserve samples should not ‘be shipped back to the sponsor 
or manufacturer. 

C. 
. :.,^ ..~I....li,., ,+a,. ,.: ., 

klinded.Studies with Pharmacodynamic oi ‘~I’6%~‘&$&ts I’nvolvmg an“. ” I 
SMO 

Blinded BE studies are usually multisite and involve nonoral dosage fotis with ,/,.. I .,,, ,,‘iy-.~~.- ,,“_ ” ., .‘ ̂ . .,, ,N, ’ . 
pharmacodynamic or clinical endp’oints?Often, the study sponsdr”andjor drug’manuf&&er 
contracts with an SM0 t0 recruit c‘lii;icaf~~~~~~‘g~~;irs and to’.monitor the study. The SMO is 
involved directly or indirectly’“(i:e., by subcontracting to another party) in packaging and shipping 
of study test articles and reference standards to the testing facilities. The testing facilities are’ _ 
usually the clinical study units of &OS, ~universities, hospitalsibi clinics run by physicians. 

The responsibility of the study spons& and/or drug manufacturer-is to ship the test article and 
reference standard to the SMO tinder‘contract, or to the packaging facility under subcontract to 
the SMO. 

The responsibilities of the SMO”‘include :’ 

1. 

2. 

Packaging, distributing, and shipping of test articie and reference standard’to alltesting ” facilities ,(oi s&~ii;~~‘~;;;~i‘-~i ‘fiiiii‘G ;.“pe2Gti ihis -.ti6n) 
Monitoring of the study it d~f~~re~~s~te~‘~%~~,is do;iEtgd. .Ma;-s;-“mD (ra.,efi tiGeded, .I 

for most ANDA studies) j .’ 

The SMO should not select and retain reserve study samples before study initiation(see previous 
example in subsection N.B. for detail$~” “.- x “. 

‘ )).,. ,_,_. _.,x. _ ,,_~., .,.. .0*_1,, 
, )I 

The responsibilities of the testing facilities are as follows: 

1. The clinical investigator or designee (such as the studv coordinator or the research 

pharmacist of each testin 
g facilityL) ihl.$ia iind6Glys;ie”.; rese;vesamp~~sfromthe 

title and reference standard received from the” SMO under contract, or supplies of test ar 
from the packaging facilitv under subcontract with the 

..i . ..__““.% 

aware 
section III. 
Each testing facilitv or the nharrnacv of each testinp fakilitv <hm’lil T-&“&I thP IY.&-& 

3. 
samples. The sealed trea 
If one or more of the 
of business, the reser 

~-.-:~~-.-, -- -_.--- -------D -I----- ~ .-e----v --“-a*- “a*., IVYIS , v  

_,__ ..I. ,. .̂_ “._ ,,” .,sj: 1 ..I 

nt code of&e study’should be kept at the testing facihty. 
testing facilities do not have an adequate storage facility, or go c 
ve samples can be forwarded to an independent, third party%lh -,.-.-I”-i ̂___, ~. I _ 

ige under conditions consistent with product labeling. adequate facility for star: 

but 
an 

D. Studies Conducted In-House by a Study Sponsor &&or Drug Manufacturer 

_ 
It is uncommon for study sponsors and/or drug manufacturers ‘to’conduct BATBE studies in their 
own facility. 

.,,,i,** -“G1.%$.. I,‘“_ ~~~~i”u.,~~,“..~,~;,.~,,~, mi .$“:i” i 
However, if a study sponsor and& dmg manufacturer does conduct such .a study, 
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341 the same standards apply regarding the retention of study samples. The in-house clinical research 
342 unit should operate as an independent unit for the’pu@oses’of sam$e’retention. All matters (e.g., 
343 manufacturing, purchasing, packaging, transfer records) concerning the test article and reference 
344 standard should’be clearly documented and available to FDA investigators during an inspection. 
345 Standard procedures concerning secmity-and accountability of the test article and reference 
346 

standard for each study should be estiblisf;e.d tb ‘-~-litiy~it~ yhgpossibi~;& df*;ic,Fi; ~~~s~it.t.~n~ 

347 To preclude’any potential’appeaLrance ofl&&le substitution, it would be prudent for study 
_. ‘ . 

348 sponsors and/or drug “manufacturers to remove themselves from reserve sample selection and 
349 retention. It is recommended that the firm engage a third party for retention of reserve samples. 
350 
351 The responsibility of the study sponsor and/or drug manufacturer (clinical research department) 
352 is to arrange packaging and tranSferring~bf~~e’~~~t articie~and reference standard to the in-house 
353 

. ,^‘, ._ “.,./,. .+ *.* *. clinical study uLt* _. ’ . ’ j 

354 
355 The responsibilities of the testing facility (in-house clinicai~smdy i&j are as ‘folibwsi 
356 
357 1. All matters concerning the transfer and receipt of the test article and reference standard 
358 should be documented. 
359 2. The cl‘inr~;iil.‘ii7i;es~i~~~or,~ study ‘doo;;;i~~;ator,“‘or’rsearch phamacist (if -ii&e> & the r ’ ,“_. a^.~ . ,_“S . Ir .I 

360 clinical study unit should randomly select reserve samples from the supplies of test article 
361 and reference standard. It is recommended that an independent,-third party be available to 
362 witness dosing and random selection of reserve samples. ‘. 
363 3. Reserve samples should be retained in a secure room in the clinical study unit. To protect 
364 the study sponsor or drug manufacturer from challenge to the authenticity of the reserve 
365 samples, access to the room where samples are stored should be limited to the &&al’ 
366 investigator or research pharmacist. An entry log to the storage room should also be 
367 maintained. It is advised’that an’inde~~~~~nt,“~~‘j;i;;i’pa;-ty’~e used’f&retention of reserve 
368 samples. 
369 
370 E. In Vitro BE Studies 
371 
372 

Section 320.63 states: .^ “’ ‘-’ .’ I __ ” “’ _’ ‘_’ 

373 
374 The applicant of an abbreviated application ora supplemental application 
375 submitted under section 505 of the Federal Food, ‘Drug, and Cosmetic Act, or, if - 
376 bioequivalence testing was‘performed under contract, the,,,contract research 
377 organization shall retain re&rve s&$esof any test article and reference standard 
378 used in conducting an in vivo or in vitro bibequivalence study required for ’ 
379 approval of the abbreviated application or supplemental application. 
380 
381 Thus, the regulations for reserve samples apply to in vitro BE studies. The in vitrc’BB‘sti&es’ “’ 
382 required for approval of nasal aerosols and ‘nasal sprays for local action are an example of this. 
383 For an in vitro BE study, the roles of the study ‘s~onsor’arid/or drug manufacturer and the testing 

s,. .__.“a .“.. “,, 
384 facility are similar to,those described-f& in Gi.0 gE stu~~es’:~~~-&;~ by‘ cf& -&:;-&& 

385 examples of in vivo ‘~E’stL;aies‘c~riductea in-house “by a study sponsor and/or drug manufacturer. 
_ .^,<, .,,., _ ‘j . .,.; : ,,“.i” 2 

J: VGUIDANC14843dfl. do& 
. j. _ .< _. )“” ‘ , , ._. ., “( ^ 
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As stated in 5 320.38(c),’ each’reserve sampie shall consist ofa suff@nt quantity of samples to 
permit FDA to perform five times all of the release tests required in the application or 
supplemental application. Dose content‘uniformity or spray content uniformity release tests 
alone usually take 30 units (canisters or bottles) per batch. Performance of other.release tests 
may call for additional units. The’nGnber of&serve sample units that should be retained for 
three batches of test and reference product’could exceed 1000 units (up to 250‘units for each 
batch of the test and reference product) based on the “eve times quantity” requirement. . . ‘. ,-.. 
The Agency has”deter&Gkl that in lieu of thk’%?ve‘times qu&tyi’ requirement, the quantity of 
inhalant (nasal aerosol‘or nasal spray) test and reference stand&d retained for testing’and 
analyses should be at least 50 units for each batch (see-the preamble”to~the final i%le).8 

uid’ije’ r’kt&d f& each of the test anh For ANDAs,’ atleast 50 units ofeach’of3b&hes sho 
reference products used in in vitro BE studies. 

. 
Dne of these three batches is used in the in vivo 

study. 
..” ..,. ̂  ,._. “.L . . . . . . .II 

If the in viva or in vitro studies in&&placebo aerosols orspr&&, at least 50 units of 
each placebo batch should also-be retained. ‘These recommendations apply only to nasal aerosol 

,. _..,.;,_\m _., “Ix ,- “.,. ._.. ,. i”. ..~... 
and nasal sprays’ for local actionthat are to be marketed as &&iple dose products, typically 
labeled to delivei 30‘ br “~dre ac~u~~i’c;ns per canisteror i;ottle: 

’ 58 FR 2.5918 at 25224. 

J: I!GUIDANC14843dfidoC 
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GLOSSARY 

Clinical Investigator - An individual tiho ‘actually con&&s a &m&l investigation (i.e., under 
whose immediate direction the drug is administered or dispensed to a subject) (21 CFR 3 12.3(b)) 

In this guidance; when a ciimcai invt&gation involves BA- or BE’ studies, the ‘clinical 
investigator has the responsibility ofretaining the reserve samples at the testing facility or 
through an independent, third party. 

Contract Research Organization (C#O) -‘A person that assumes, as an independent‘co&radtor ’ 
with the sponsor or manufacturer, one or mom of the obligations of a sponsor (e.g., design of a 
protocol, selection or monitoring ofinvestigations, evaluation of reports, and preparation of materials to be submitted .to $;: ‘FDxl>(Tl ~,cFK.3~T~T(~To)‘““-” ‘x”<,x > r. ..#” (.‘a._in”m -...- a‘l.%‘j 

drugs. These st%lies are usually conducted by CROs under contract to study sponsors and/or 
drug manufacturers. Many CR& ‘have their own testing fadility, &th~physiCi&is (to serve asp 
clinical investigators) and clinical su&ort staff (eg., nurses, mediqai technologists) to conduct 
the BA and BE studies. 

Independent, Third Pa& - Inthis guidance,‘E’n&pen&$ third party indicates a person that 
has no affiliation other than as arr ill$epe;l~~nt’~on~ractor with the study sponsor and/or drug 
manufacturer. 

Reference Standard-11 _ , I r 
in a BE study. It is usually the innovator’s product or a marketed &o&t of the dr% 

n this guidance, reference standard refers to the reference nroduct used 
I ~... - - .-_- ----g under 

olution of the drug under investigation. For BA studies, the reference standard can be an oral s 
investigation, ” 

+I 

Site Managemeq! Ckganization (SMO) - In this guidance, site mankgement orgakati& x ..:,, _.__. 
(SMO) refers to a CR0 that manages &nicalstudy sites onbehalf ofthesponsor and/or drug 
manufacturer. An SMO should bean indel&ident; third‘~rt< /’ 

, _i. ;/i / 

Sponso‘r~Investi~ator _ An indi.ici;;,,rtiKc6ci6 +.~z;i”“~;i~;;~~ & ;nve”stigation, and .’ , . _..r_, I . *, 
.._ I. _ ~^., ,. -\.*.*,+. ir (jl.W 

under whose immediate direction the investigational’drug IS adrmmstered or’di~pknsed.“?he term 
does not include any person other than an individual (21 CFR 3 12.3(b)). 

Study Sponsor - A person who takes responsibility for and initiates a clinical investigation. The 
sponsor may be an individual or pharmaceutical company, governmental agency, academic 
institution, private organization, or other organization. The sponsor does not actual1 ,“,“, ,... -. 
investigation unless the sponsor is %stigator’(21~CFR 3 12.3 (b)). 

y conduct the 
a sponsor-in 

J: \!GUIDANCl4843d#.‘.aoc 
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In this guidance, the term study sponsor and/or d&g mahufa&tirer is used in recognition of the 
fact that most study sponsors are pharmaceutical comp&nies‘ that manufacture the drugs under 
investigation. 

,..,., ., .” _ __. .._ ;, ^. * 
“. 

Testing Facility - A testingfacF[ity is c&$&r& to he. & ~~i;;i;&&&.,&& tL,i h;&A~i,iki:i~; ' 
or bioequivalence study: The testing f&ility $n‘GA a 
clinical investigator or in-house &&al study 
where dosing and blood sampling are perform 
that randomly selected reserve samples shoulc 

-- “*L- y’t’J pv11”11*11116 &II&. “l”CC”alla”lllLy 
. ,“. ; . 

.--_ 1- I CRO, university,’ h&l%& dinic o? a ” I 
unit of a’study sponsor and/or drug manufacturer, 
led. In issuing the fmal rule, the Agency intended 
1 be kept at the testing facility. 

‘ 
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